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Executive Summary

n Feb. 23-24, 1994, the Advisory Committee on Immunization Pr
convened at the Centers for Disease Control and Prevention (CD
Halsey presided in the absence of Dr. Jeffrey Davis, State Epi
Wisconsin and the new ACIP Chairperson.

New liaison members introduced were Dr. Richard Zimmerman, Uni
Pittsburgh, representing the American Academy of Family Physic
William Glezen, Baylor College, representing the Infectious Di
of America; and Dr. David Fleming, representing the Hospital I
Control Practices Advisory Committee (HICPAC).

Following discussion of the area of conflicts of interest by D
Broome and Mr. Kevin Malone, CDC counsel, members introduced t
disclosed their conflicts of interest, if any.

ACIP’'s Role in the Vaccines for Children (VFC) Program

Dr. Walter Orenstein, Director of the National Immunization Pr
outlined the ACIP’s role in the VFC. He reviewed that program
eligibility requirements, and providers’ roles and explained t
decisions made that day would be the basis for NIP’'s going for
vaccine contracting process.

Discussion of Responses to Proposed Federal Register (F.R.) No
Recommended for the VFC Program

Ar. Malone from CDC’s General Counsel’s Office briefly went ov
provisions of the Omnibus Budget Reconciliation Act of 1993 (0
specifically with the ACIP’s role in the VFC program.

Dr. Steve Hadler, NIP, then led the discussion and voting. He
members to refer to Handout #1 ("Issues for Vote at ACIP Meeti
reminded members that they had had a preliminary vote at the 1
meeting. The F.R. notice about this preliminary vote (58 FR 6
included the ACIP General Recommendations on Immunization--app
¥6; 1993
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The vote passed:

The next item

This vote did

He then read the list of vaccines for diphtheria, tetanus and
of Handout #1) and proposed the following for vote:

The ACIP recommends that the vaccines listed above, inclu
recently licensed vaccine "Pasteur Merieux Haemophilus in
conjugate vaccine (PRP-T) which may be reconstituted with

(produced by Connaught Laboratories, Inc.)" be included i
for Children program.

The vote carried: 7-0, with 3 abstentions.

Dr. Hadler proposed the third issue for vote:

The recommended schedule for children includes 5 doses of
(or DT or DTaP or combined DTP-Hib vaccines where appropr
entry, and 1 dose of Td vaccine given at 14-16 years of a

"The schedule shown in Table 1 of the Notice shows that d
given at the following ages:

2 months - DTP
4 months - DTP
6 months - DTP
15 months - DTaP (DTP)
4-6 years - DTaP (DTP)

14-16 years - Td4d."

Yowever, after discussion, Dr. Halsey changed it, as follows:
The ACIP recommends the number of doses, schedule, and qu
noted above and in the text of the Dec. 16, 1993 notice.

we have made are insertion of the word routine for the se
reads, "The routine schedule shown in Table 1," and Dr. W
Orenstein’s suggestion regarding the ACIP’s endorsing the
Academy of Pediatrics] recommendations for the timing of
dose.

6-0, with 4 abstentions.

for vote was:

The ACIP recommends that text be included in the fimnal Nc
schedule which states preference for the use of DTaP for
doses of the DTP series.

not carry. The vote was: 2-5, with 3 abstention

absentees.

The next vote

was on the vaccines to prevent Haemophilus influ

disease. The vote was on the following:
The ACIP recommends that the vaccines listed above, inclu
licensed vaccine "Pasteur Merieux Haemophilus influenza b
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vaccine (PRP-T) which may be reconstituted with DTP vacci

Connaught Laboratories, Inc.)" be included in the Vaccine
program.

The vote carried, 5-0, with 4 abstentions.

The next vote was on the schedule for H. flu vaccines.

_ . The sc
children included 3 or 4 doses of a H. flu b (Hib) -containing

2 years, depending on the specific vaccine used. The vote was
following:
The ACIP recommends the number of doses, schedule, and qu
noted above and in the text of the Dec. 16, 1993, Notice,

addition of the Hib conjugate vaccine, which may be recon
DTP as an acceptable alternative for schedule A.
This vote carried, 4-0, with 4 abstentions.

The next vote was on the consistency in the Hib primary series
on the following:

The ACIP recommends language on interchangeability of Hik
the primary series, as cited in the current General Recon
Immunization, be incorporated into the final Notice for V
Children.

This vote carried 3-0, with 5 abstentions and 5 absentees.

of combination versu
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inactivated polio vaccines, can also be used interchangea

published data supporting this recommendation are general

The issue for vote was:

The AQIP recommends that the final Notice on Vaccines for
contain language equivalent to that noted above permittin

interchangeable use of different licensed vaccines to pre

B; DTP; and polio disease.
The vote carried unanimously.

The next vote was on polio vaccines. The proposed wording for

The ACIP recommends that the vaccines listed above [0OPV a
included in the Vaccines for Children program.
and 2 absentees.

The motion passed, 8-0, with 2 abstentions,

Dr. Halsey deferred the vote on the details of the polio shced
the day.
The next vote was on measles, mumps and rubella vaccines. The

proposes not only MMR, but also measles and rubella combined v
measles vaccine, mumps vaccine, and rubella vaccine. The vote
proposal:

The ACIP recommends that the vaccines listed above be inc
Vaccines for Children Program.

The motion passed, 7-0, with 2 abstentions and 3 absentees.

The next vote concerned the schedule for MMR (2 doses, one at
and one at 4-6 years). The proposal for vote was:

The ACIP recommends the number of doses, schedules and qu
noted above and in the text of the Dec. 16, 1993 Notice,
clarification in text and table that single-antigen vacci
used for outbreak control, but that routine vaccination s
completed with MMR.

The vote carried 7-0, with 3 abstentions.

ACIP Statement on Varicella Prevention

Dr. Sandra Holmes outlined the key wording changes in the new
ACIP varicella statement.

Update on the Natiomal Vaccine Program (NVP)

Dr. Tony Robbins said that the NVP is putting together a new w
the introduction of new vaccines. The NVP has also gotten inv
problem around technology transfer. Third, the NVP is workinc
Robbins termed the long-standing problem between FDA and CDC 12
raccine labels. Finally, the NVP is working on increasing the
sites at which underinsured classes of children can receive f:

y. However,
limited.

hildren

nt hepatitis

ote was:

IPV] be

e to later in

urrent Notice
cine (MR),
as on this

ded in the

-15 months

ifications as
th the

8 may also be
uld only be

‘aft of the

'king group on
ved in a

mn what Dr.
rarding

iumber of

» vaccines.



Vaccine-Associated Paralytic Polio (VAPP)

r. Peter Strebel reported on the high incidence of VAPP in Ro
reported the results of a case-control study, which suggests t
intramuscular (IM) injections of antibiotics given during the
period of OPV is associated with VAPP. This was followed by a !
by Dr. Roland Sutter on VAPP in the United States. ‘

Sequential IPV-0OPV Schedule

Dr. Sutter then introduced several topics and speakers on reve
virulence of polioviruses contained in OPV when given after IP
IPV-OPV study; follow-up on the Institute of Medicine (IOM) re
impact of a sequential IPV-OPV schedule. Dr. Sutter the summa
to the questions raised by the recent IOM report, followed by
the potential impact of a sequential schedule on VAPP cases an
estimates. He then led the final discussion, pointing out tha
of the previous presentations was for the ACIP to decide wheth
change polio vaccination policy and, if so, how. After discus
decided that there was no consensus for a change. The group 4
a vote until licensure for a combined vaccine is in the works.

Postexposure Prophylaxis for Hepatitis C

Dr. Miriam Alter discussed postexposure prophylaxis for hepati
mainly at HCWs. The group voted unanimously to rescind wordin
recommending immune globulin G after percutaneous exposures.
‘he ACIP to decide whether it should recommend a hepatitis C p
follow-up of HCWs who sustain accidental percutaneous and perm
exposures. The ACIP withheld its judgement on this matter unt
view the revised document.

Voting on the VFC--continued

-

Discussion then return to voting on what to include in the VFC
Hadler returned to the polio issue and the critical footnote t
inactivated IPV may be substituted for OPV, using a different
is really not consistent with current ACIP recommendations, he
issue for vote was:

The ACIP recommends the number of doses, schedule and qua
noted above and in the text of the current Notice, with t
clarification in text and footnotes that OPV is the recom
for routine vaccination of normal infants and children.
recommendations that are endorsed by the ACIP in the June
will be incorporated into the final notice.

with 2 abstentions and 2 absentees.

The vote carried, 6-0,

Votes on Vaccines for Hepatitis B

Discussion then moved to the next votes, on hepatitis B wvaccin
noted that the F.R. proposed Hepatitis B vaccine and Hepatitis
ilobulin (HBIG) (for infants born to HBV-carrier mothers). Th
this proposal:
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The ACIP recommends that the vaccines listed above be inc
Vaccines for Children Program.

Dr. Halsey decided to have two separate votes.
including the parenthetical phrase, "for infants born to HBV c

mothers". This vote did not pass (3-3, with 3 abstentions), s
was deleted.

The first vote

The second issue for vote was the vaccines to include for hepa
motion carried, 7-0, with 3 abstentions and 2 absentees.

The next vote was on the attendant footnotes in the F.R. notic
added to note acceptance by the ACIP of the AAP’s alternative
These schedules were to reference the AAP by name. This vote w
Dr. Robbins to draft appropriate language.

The next vote was on the schedule for hepatitis B (p. 19 of Ha
attendant footnotes.

The ACIP recommends the number of doses,
noted above and in the text of the Dec.

schedule and qua
16, 1993, Notice.

This vote carried, 6-0, with 4 abstentions and 2 absentees.

The ACIP then returned to the following earlier proposal, whic
revised somewhat:

The ACIP encourages use of DTP-Hib vaccines (combined or
combined administration) when receipt of each antigen of
vaccine is indicated; however, at this time, the ACIP doe
separate administration of DTP and single-antigen Hib vac
Department should complete contracts for both single-anti
multiple-antigen products.

The proposal passed, 4-0, with the rest abstaining or absent.
The next votes were on the use of brand names in ACIP OBRA doc

inte
is 1

Any use of brand names in ACIP OBRA documents is not
purchase of particular brands of vaccine, but rather
identification purposes only.
This passed unanimously. The next proposal for vote was:
Use of the phrase "combined DTP-Hib vaccine" in ACIP OBRZ2
includes any DTP and Hib vaccines which are either combir
licensed by the FDA for combined administration.
The proposal passed, 5-0, with 5 abstentions.
A proposal that the ACIP request NIP staff to review the curre
recommends to identify any inconsistencies with the ACIP OBRA
adopted at this meeting for the purpose of reconciliation of t
-ecommendations at the next meeting of the ACIP was deferred.
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This was
specific
.eeting.

deferred until the program compiled inconsistencies i
recommendations and mailed them to ACIP members befor

Scope of the F.R. Notice

The last set of issues dealt with the scope of the Notice, whi
lengthy discussion about universal immunization of adolescents
persons. The meeting adjourned for the day with no decisions

Adolescent Vaccination Against Hepatitis B

The meeting began at 8:08 the next day with an update by Dr. H
the action plan for eliminating hepatitis B virus transmission
considerable discussion on this matter, the ACIP decided to wvo
that the Committee is interested in trying to improve delivery
immunizations to all high-risk groups. That includes improved
hepatitis B vaccine to the adolescents, and influenza and pneu
vaccines to high-risk groups. There was consensus that this w
term desire of the Committee.

Dr. Halsey then summarized discussion by saying that the ACIP
options: 1) to form working groups and put off the vote until
to vote on influenza now and put off pneumococcal vaccine unti
Option #1 carried unanimously.

IOM Report on Adverse Reactions and Contraindications to Vacci

Or. Orenstein announced that the law had changed regarding the
information materials so they can be simplified and shortened.
that the ACIP decide which adverse events not already in these
added.

Next, Dr. Rabinovich said that PHS will be conducting a scient
the IOM Report on March 15. The thoughts of the ACIP will be

Then Dr. Tuttle reviewed the recent activities of the working
appointed after the October 1993 ACIP meeting to review the im
report on ACIP recommendations. She focused on some of the mc
controversial adverse events--OPV and GBS; tetanus-toxoid-cont
and GBS; and combined MMR and thrombocytopenia.

GBS and OPV

First, Dr. Tuttle reported on a reanalysis of a Finnish study
observational study done in the United States, which provided
against a causal relationship between GBS and OPV. She read &
change to that effect. A vote was taken about the acceptabili
wording to the Committee. The motion carried 6-0, with 3 abst

TT and GBS

Dr. Tuttle then reviewed estimates of risk of GBS following DI
lecided to postpone this vote until later.
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MMR Vaccine and Thrombocytopenia

't was decided in discussion that the Committee did not want t
section now and would await written comments for a vote.

Incorporating Changes into ACIP Statements

Dr. Tuttle then asked the ACIP to address how these changes wc
incorporated into previous ACIP statements. The group conside
official, brief ACIP response to/commentary on the IOM report
However, no consensus was reached on this issue, and it will k
the next ACIP meeting.

Simplification of the Vaccine Schedule

Dr. Jacqueline Gindler, NIP, summarized work to simplify the ¢
between the ACIP and AAP recommendations. She reviewed five 1
flexible options for schedules. She said the NIP would like =
to be formed and meet within the next month to agree on a sche

It was decided to form such a working group and to have membe:
members (as consultants) on it. Dr. Hall was named chair. Ot
consultants asked to serve on the group were: Dr. Edwards, H:z
Hardegree, Peter, Rabinovich, Thompson, and Zimmerman. The gz
to report recommendations back before the June ACIP meeting sc
could be made then.

Tormation of Working Group for High-Risk Populations

This group was to deal with hepatitis B, the second dose of M
and pneumococcal vaccines. Dr. Halsey proposed the following
DeBuono, Fleming (consultant), Schoenbaum, Ward, Schaffner (as
Davis (as Chair), Jackson and Glezen.

New Language on Vaccines for Children Purchase

Dr. Tony Robbins proposed the following new language to recogr
of other schedules:

The Committee has adopted schedules for administering vac
Committee also finds that vaccine schedules of the Americ
Pediatrics published in the 1994 edition of the Report ofi
on Infectious Diseases (The Red Book) may be followed by
Children program providers.

It was decided there needed to be a process for the ACIP to £«
the AAP recommendations. Dr. Peter agreed to provide members
with the 1994 Red Book.

Update on the Injury Compensation Program

Dr. Thomas Balbier from the National Vaccine Injury Compensati
reviewed major accomplishments of the program for 1993.
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Update on Large-Linked Database Studies of Adverse Events

Jr. Hadler gave a brief update on the large-linked databases t
adverse reactions. It was suggested that the ACIP get a 2-3-
mailing of the plans for this data system and that the topic g
placed on the agenda for the next meeting.

Status of the Development of New Vaccine Information Statement

Ms. J. Gantt said that CDC has contracted with the University
School of Medicine and Dentistry to rewrite and simplify vacci
statements for the antigens in the Vaccine Injury Table (DTP,
polio).

UOpdate on Typhoid Recommendations

Dr. P. Cieslak passed out the revised draft statement for ACII
immunization.

Status of BCG Guidelines

Dr. Broome summarized the work of three advisory groups that :
together on such guidelines. A joint working group was formec
next version of the statement and iron out any problems. Drs.
Halsey are the two ACIP members on this group. Dr. Halsey is

Update on FDA Committee Meeting on BCG

Dr. Hardegree said that last October FDA had a review of the I
analysis information that had been presented to ACIP. One of
manufacturers presented new data on BCG for prevention of TB :
The group felt that the data did support the efficacy of BCG :
indications. FDA is continuing its review.

IOM Report--Continued

DTP and GBS

This topic had been deferred from the morning’s discussion of
Dr. Bob Chen reported his recalculation of the association of
DTP. Review of a study of GBS incidence from Los Angeles sho
were fewer cases reported following receipt of DTP vaccine th
chance alone.

The proposed change for vote was:
[in Side Effects and Adverse Reactions" replace "due to"
with, as follows: "Persons with a prior history of GBS :
a particular vaccine may be at increased risk of recurre:
[in "Precautions and Contraindications" section, add the

underlined phrase: "A previous episode of GBS within 6
a tetanus-containing vaccine is a contraindication to ad«
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However, the members were not comfortable voting on this, and
sent back out for review and rewrite, to emphasize the rarity
"he program was asked to revise this section and mail--perhap:
additional, separate language for adults and children--to all

Vaccination Against Hepatitis A

Dr. Craig Shapiro said that both SmithKline Beecham (SKB) and
Dohme (MSD) have efficacious inactivated hepatitis A vaccines
reactogenicity profile is acceptable. Dr. David Nalin then reg
from the Monroe County efficacy trial with this Merck’s vaccir

Dr. Shapiro said his section was drafting guidelines on hepat:
vaccination. Dr. Halsey asked him to come up with a draft. 1
volunteered to work with him on preparing this.

Public Comment

Dr. Halsey asked if any members of the audience wanted to make
comment. There was none.

U.S./WHO Influenza Vaccine Recommendations for 94/95

Dr. Nancy Cox briefly reviewed worldwide influenza activity ar
recommendations for the next flu season. The WHO has recommer
trivalent influenza vaccine prepared for the 1984-1995 season
an A/Shangdong/9/93-1like (H3N2) strain; an A/Singapore 6/86-:
strain; and a B/Panama/45/90-1like strain.

Dr. Joe Bresee gave a brief update of U.S. flu activity. Dr.
reviewed the proposed revisions in the ACIP Recommendations £«
Prevention and Control of Influenza. These revisions updated
recommendations for use of the vaccine and antiviral agents a-
controlling flu, including information concerning rimantadine,
resistance; and dosage precautions.

Dr. Rabinovich reported that the National Vaccine Advisory Co
a report on adult immunization. She suggested that it be a fi
item for an ACIP meeting.

Working Groups--Continued

about whether there should be three workint
which were identified. (The high-risk one
groups). Dr. Halsey asked for a one-hour |
deal with adolescent immunization. Dr. Da:
high-risk working group, would have the op:
Consensus was agreement with th:

Concern was raised
instead of the two
separated into two
the June agenda to
chairperson of the
the working group into two.

The meeting was adjourned.
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Summary of Agreed-Upon Actions

Kevin Malone will prepare a cover letter along with the summaz
committee votes on the recommended vaccines and schedule for t
Children program. As acting chair of the February ACIP meetin
will forward this to the Secretary, HHS.

Any written suggestions or comments on the Varicella statement
forwarded to Gloria Kovach by March 23rd.

Miriam Alter will mail to ACIP members,
infections in the occupational setting.

information on Hepatit

Ray Strikas will consult with Miriam Alter to incorporate chan
Hepatitis C for the health care workers immunization recommend

Steve Hadler, with the assistance of FDA, will compile a list
inconsistencies between ACIP statements and package labeling.
included in the simplification discussions during the June mee

Paul Cieslak will make the typhoid vaccination recommendation
the FDA package labeling.

The working group on simplification of vaccine schedules (Edwa
Hardegree, Halsey, Peter, Rabinovich, Thompson, Zimmerman) and
group on high risk issues (Davis, DeBuono, Fleming, Glezen, Ja
jchaffner, Ward) will lay out key issues before the June meeti
provide support for both working groups. Comments on the simp
issues presented by the NIP staff (Gindler) should be provided
by March 23rd.

A working group (Arden, DeBuono, Schaffner) will review the wc
groups and will come up with a plan for any needed changes in
statement on influenza vaccine by June.

ACIP members will be requested to provide written comments to
of issues raised by the IOM reports on vaccine safety (Will be
Drs. Tuttle and Chen). David Nalin of Merck Sharpe and Dohme
letter to the National Immunization Program on data on MMR anc
thrombocytopenia.

Bob Chen will draft language for the section on DTP in respons
Report on Adverse Events.

Georges Peter will provide the ACIP with copies of the new Rec

Bob Chen and John Glasser will provide to ACIP members, a 2- t

summary of the large-linked databases.

Hal Margolis will draft proposed changes for hepatitis B and
to all ACIP members in time to review before the next ACIP mee

Jraig Shapiro will draft guidelines on hepatitis A risk-groups
Clements is to be a consultant.
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Nancy Arden will revise the wording for the ACIP antiviral ag
the influenza recommendation by March 6. Caren Hall and the
it before the ACIP members are asked for comments. She will
committee additional data on rimantadine and amantadine by Ma

Nancy Arden is supposed to contact FDA regarding the age cut
rimantadine.

Hal Margolis along with Bill Schaffner and Barbara Ann DeBuon
recommendation for vaccination of adolescents, and consult wi

working group. A discussion of this topic will be scheduled
agenda.
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Full Minutes

on Feb. 23-24, 1994, the Advisory Committee on Immunization P
convened at the Centers for Disease Control and Prevention (C
Halsey presided in the absence of Dr. Jeffrey Davis, the new
Chairperson. Dr. Halsey opened the meeting at 8:35 a.m. on F

Introduction

Dr. Claire Broome, Executive Secretary, reported that Dr. Dav
?y.conference call. Dr. Steve Schoenbaum had also accepted t
join the ACIP but was unable to attend the meeting.

Dr. Broome clarified the issues of potential conflicts of int
as always, were asked to disclose potential conflicts of inte
abstain from voting on--but not from discussing--vaccines mad
in which they have direct financial interest within the last
grants and other funding sources of vaccine studies, employme
honoraria). Members were also asked to disclose--but not to
voting--if they received travel support for attendance at mee
vaccine manufacturer.

Mr. Kevin Malone reiterated that federal law does generally p
employees from having financial interest in matters in which

working; however, the same federal law acknowledges that ther
having persons who have expertise, which almost inherently in
of interest. Therefore, the law does provide for waivers und
2ircumstances. Each ACIP member has been given a waiver lett
sign and return it to Ms. Gloria Kovach.

Mr. Malone also clarified that one has direct financial inter
only receives funds from a particular manufacturer but also h
the grant funds. Receiving pooled grant funds is not disclos
no control over the distribution of funds. Travel support to
meetings is not considered a direct financial interest; howev
honoraria is. Nevertheless, Mr. Malone asked members to disc
attended in the last year that had travel support from a manu

Dr. Halsey introduced new liaison members: Dr. Richard Zimme
of Pittsburgh, representing the American Academy of Family Ph
William Glezen, Baylor College, representing the Infectious D
of America; and Dr. David Fleming, representing the Hospital
Control Practices Advisory Committee (HICPAC).

Members then introduced themselves and disclosed their confli
if any. Dr. Neal Halsey from Johns Hopkins School of Hygiene
Health reported no direct financial interests in any vaccine

He has received grant support in the past 12 months from the

Merieux (measles vaccine-related projects); and Connaught (po
studies). He reported receiving travel support to attend vac
conferences from the American Academy of Pediatrics (AAP), Sm
(SKB), the FDA, NIH, Ross Laboratories, and the the Institute
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(IOM) . He has received small honoraria from SKB and Ross Lab

announced that he would excuse himself from voting on issues
and Connaught.

Dr. Kathy Edwards, Professor of Pediatrics at Vanderbilt Univ
receiving any direct funding, although in the past she receiv
acellular pertussis and Haemophilus vaccines. She has receiv
speeches from Lederle-Praxis and Connaught and thus would ref
on vaccines manufactured by those two firms. She has also re
funds from Lederle-Praxis, Connaught, Institute Merieux, and

Dr. Rudolph Jackson, Professor of Pediatrics at Morehouse Sch
reported that his only potential conflict of interest was the
travel support and an honorarium from Wyeth Laboratories, for
vaccine meeting.

Dr. Barbara Ann DeBuono, Director of the Health Department in
and Clinical Associate Professor of Medicine at Brown Univers
known conflicts of interest.

Dr. Gena Rabinovich, NIH, had no conflicts of interest. She

rules for conflict of interest enjoined members from acceptin
moneys in the next 12 months. Dr. Broome said CDC is not try
discourage members from working with vaccines, only to preser
of the Committee. She only asked that forms be updated and d
as new working arrangements with manufacturers occur.

Dr. Carolyn Hardegree, FDA, had no conflicts of interest.

Dr. Joel Ward, UCLA, reported no direct financial interest wi
manufacturer. But as Director of UCLA’s Center for Vaccine R
the principal investigator on one research study on pneumococ
vaccine funded by Merck Sharpe & Dohme (MSD). He has receive
reimbursement from SKD for a hepatitis A meeting in the past

excluded himself from voting for any MSD issues.

Dr. Carlos Ramirez-Ronda, Professor of Medicine at the Univer
Rico School of Medicine, had no financial interests with any
manufacturer. He has received travel reimbursement and an ho
Roche, but it is not a vaccine manufacturer.

Dr. Mary Lou Clements, Director of the Center for Immunizatio
Johns Hopkins University, is participating as a principal inv
study on hepatitis B funded by Merck Research Laboratories.
received travel support--but no honoraria--to an AIDS wvaccine
supported by Pasteur Merieux. She excused herself from votin
vaccines.

Dr. Jeffrey Davis, State Epidemiologist with the Wisconsin Di
and also Adjunct Professor in the Departments of Pediatrics a
Medicine at the University of Wisconsin, reported no direct o
interest in vaccine manufacturers.
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Liaison members then introduced themselves.
conflicts of interest. The 50-plus members of the audience t
themselves. They included representatives of vaccine manufac
academia, state and federal government agencies, and scientif

They were not as

ACIP’s Role in the Vaccines for Childrem (VFC) Program

Dr. Walter Orenstein, Director of the National Immunization P
outlined the ACIP’s role in the VFC program. He reviewed tha
patient eligibility requirements, and providers’ roles and ex
decisions made today would be the basis for NIP’s going forwa
contracting process.

Mr. D. Dean Mason, NIP, summarized the preliminary analysis o
responses to a VFC survey, undertaken to determine the needs

to implement this program. Responses were received from all

from 59 of 63 projects. State estimates of vaccine purchase

year 1995 for eligible children under this program totaled $4
State requests for direct assistance through the grant mechan
providing additional wvaccines were for $131.9 million. The s
of the proportion of children nationwide that would be covere
program were: 38% eligible through Medicaid; 1% Natiwve Ameri
14% covered because they have no health insurance; and 8% cov
presentation to federally qualified health centers. This mak
coverage estimate of 61% of children potentially eligible und

Mr. Mason also reported that 12 of the states have universal
(e.g., the state provides all vaccines to all providers); and
would like to have this policy.

said the VFC program is to go into effect Oct.
have to be shipped to providers by September.
for contracts have to go out at the beginning o

Dr. Orenstein
vaccines will
solicitations

Discussion of Responses to Proposed Federal Register (F.R.) N
Recommended for the VFC Program

Mr. Malone briefly went over the provisions of the Omnibus Bu
Reconciliation Act of 1993 (OBRA) that deal specifically with
in the VFC program. There are two sections that deal with th
The first states that the Secretary of HHS will purchase the
list established by the ACIP. The other provision states tha
participate in this program must follow the recommendations o
regards the appropriate periodicity, dosage, and contraindica
to those vaccines--except in such cases as, in the provider’s
judgment subject to accepted medical practice, such complianc
inappropriate. The law also provides for states to provide £
the ACIP recommendations.
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The law is written in very broad terms. The word routine is
describing what vaccines to choose; instead the phrase pediat
ised. This, in turn, gives the ACIP broad discretion. He tkh
following from the OBRA ‘93 Statement of Managers:

The Conferees intend that the Advisory Committee on Immu
Practices be allowed to conduct its work in an objective
concerned only with matters of public health and medicin
decisions regarding the listing of recommended vaccines
undoubtedly, have some budget implications for the progr
Secretary, it is the Conferees’ intention that the ACIP’
rigorously separated from such concerns. The Conferees
past examples of budgetary influence in matters of scien
chosen the Advisory Committee on Immunization Practices
for Disease Control and Prevention as a committee less v
some others to such influence. So, for example, if the
decide that one vaccine that produces side effects and r
be replaced with a more expensive vaccine that does not,
Secretary nor any other public officer should attempt to
judgment. If proposed changes present a budget implicat
as to cause the Secretary to question their validity, th
should present that concern and a proposed legislative c
Congress, but until legislative change is made, the enti
States to ACIP-recommended vaccines are to continue in e

Mr. Malone said that CDC’s General Counsel’s Office is interp
statement to mean that the "budget shall not drive the scienc
ACIP needed to provide enough information on childhood wvaccin
contracts could be issued. He said that the chair of the ACI
cover letter to the Secretary of HHS with the Committee’s dec
notice would be published in the F.R. Mr. Malone also sugges
Committee consider developing a specific document for physici
the vaccines and issues covered under this law. Finally, he
the ACIP instruct the CDC staff to examine the current ACIP r
to make sure that there are no contradictions with today’s re
that the documents can be reconciled soon, if necessary.

Dr. Steve Hadler, NIP, then led the discussion and voting. H
members to refer to Handout #1 ("Issues for Vote at ACIP meet
reminded members that they had had a preliminary vote at the
meeting. At that time, members proposed that the vaccines ta
following diseases be included: pertussis, diphtheria, tetan
influenzae type b, measles, mumps, rubella, poliomyelitis, an
The schedule was that currently recommended by ACIP. The F.R
this preliminary vote (58 FR 65725) --which included the ACIP
Recommendations--appeared December 16, 1993.

He said that footnoted changes to each antigen appeared on Ha
said that CDC had strived to make the proposed wording for re
fully compatible with the current AAP recommendations. Diffe
acknowledged in footnotes.
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Eleven substantive responses were received as a result of the
One was from a state health department; 8 from practitioners;
aerican Academy of Family Practioners; and 2 from manufactur
issues about scheduling, combined vaccines, and scope were ra
discussion with states about the vaccines for the VFC progran
reiterated that a self-contained document for physicians woul
complete guideline. He also asked the ACIP whether pPreparing
document should be overseen by a working group or delegated t
Dr. Hadler also said that the ACIP will determine the number
are recommended as part of the routine schedule.

An ACIP member asked for reassurance that there would be an e
the program, when there are products that are considered equi
than one manufacturer, to purchase vaccine in a reasonably egq

Dean Mason, NIP, responded that the legislation gives CDC the
first time, of providing awards to more than one manufacturer
products. CDC can encourage vaccine manufacturer participati
not only to the low bidder but a certain portion to the high
so long as that bid is within the price caps established. 1In
manufacturers from year to year would remain in the market.
solicitations, to be published soon, would guarantee a market
than one provider.

Regarding pending vaccinesg, such as varicella, Mr. Malone sai
formal ACIP vote would be needed to add any vaccines to the s
that matter, to change the schedule itself.

Dr. Halsey announced that Ms. Kovach was recording all votes
announce them after each vote.

Dr. Hadler brought up the first issue for vote, which was whi
should be included in the program. The current notice propos
to prevent the nine diseases listed here (Handout #1; [pertus
tetanus, H. flu, measles, mumps, rubella, poliomyelitis, and
The proposed language for a vote was:

The ACIP reaffirms that vaccines which are currently use
9 diseases listed above should be included in the Vaccin
(VFC) program. Specific vaccines to prevent these disea
determined in subsequent votes.

This vote does not exclude consideration of vaccines to
additional diseases such as influenza and pneumococcal d

Mr. Malone ruled that since this matter didn’'t reference spec
it was essentially a de minimus effort and therefore everyone
this particular matter. He also said that members who were e
themselves because of a fimancial interest, should abstain.

Only members of the ACIP voted on this. The vote carried una
Drs. Stephen Schoenbaum and Fred Thompson were absent.
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Vaccines to Prevent Diphtheria, Tetanus, and Pertussis

1e next several issues dealt with vaccines to prevent pertuss
and tetanus. The current F.R. notice proposes that the follow
may be used for prevention of these diseases:

i Diphtheria and tetanus
(DTP)

—— Diphtheria and tetanus
(DTaP)

=i Diphtheria and tetanus

= Tetanus and diphtheria
adults) (T4)

st Diphtheria and tetanus toxoids with whole cell perttu
with Haemophilus influenza b conjugate vaccine.

toxoids and whole cell pertus
toxoids and acellular pertuss

toxoids (pediatrics) (DT)
toxoids (for children 7 years

Dr. Hadler proposed the following for vote:

The ACIP recommends that the vaccines listed above, inclt
recently licensed vaccine "Pasteur Merieux Haemophilus ir
conjugate vaccine (PRP-T) which may be reconstituted wittl
(produced by Connaught Laboratories, Inc.)" be included i
for Children program.

Dr. Hadler noted that the following manufacturers were involve
or distribution of such vaccines: Connaught Labs, Lederle Lak
Massachusetts Public Health Biologic Labs, the Michigan Depart
‘ealth, Wyeth-Ayerst, and Pasteur Connaught.

Dr. Carolyn Hardegree of the FDA clarified, for the record, ti
acellular pertussis, like the Td, is recommended for specific
Secondly, she requested that the record should show that the I
produced by Connaught is Connaught Incorporated, specifically.
that’s the approval that was made--not for any other vaccine |
reconstitute PRP-T.

At Mr. Malone’s suggestion, Dr. Halsey re-read the proposal £«
Malone also clarified that Dr. Davis (not physically present,
by conference call), could vote.

The vote was taken and the motion passed--7 for (Drs. Clement:
DeBuono, Ramirez-Ronda, Ward, Rabinovich, and Hardegree); zerc
abstentions (Drs. Edwards, Halsey, and Jackson); and 2 absente
Schoenbaum and Thompson) .

Dr. Hadler said that the next proposal dealt with the schedule
footnotes that go along with the DPT schedule:

The recommended schedule for children includes 5 doses o:
(or DT or DTaP or combined DTP-Hib vaccines where approp:
entry, and 1 dose of Td vaccine given at 14-16 years of :
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The schedule is as shown--this is verbatim from Table 1 of the
and the following footnotes clarify these recommendations. Th

saneric one--that "the recommended immunization schedule may v
and children who do not begin their series on time" and refers
for accelerated immunization in the General Recommendations on

The second footnote stated that this series could begin at 6 w
The third footnote stated that DT may be used in place of DTP
vaccine is contraindicated. The fourth footnote was, "the fou
can be given as early as 12 months of age provided that the in
the previous dose of DTP is at least 6 months. DTaP preparati
currently recommended only for use as the 4th and/or 5th doses
series among children ages 15 months through 6 years."™ And, £
footnote stated that these vaccines may be given at 18 months.

Dr. Hardegree noted her concern that this approach to voting d
the issue of simultaneous administration of other vaccines. D
that a later presentation by Dr. Hadler and Dr. Carolimne Hall
to modify the presentation of the schedule and perhaps simplif
presentation would address this.

A representative from a manufacturer said that some manufactur
with package inserts and asked if FDA would let manufacturers
package inserts. Dr. Hardegree said that differences between
recommendations and labels was a major concern at the FDA, whi
on how this could be resolved. She also stated that in many o
that were going to be discussed, there might be such differenc
hat reason, as an ex officio member, she would often abstain

Dr. Halsey then read the proposal for vote, which follows:

The ACIP recommends the number of doses, schedule, and qu
noted above and in the text of the Dec. 16, 1993 notice.
we have made are insertion of the word routine for the se
reads, "The routine schedule shown in Table 1," and Dr. C
suggestion regarding the ACIP’s endorsing the AAP recomme
the timing of the fourth dose. '

The proposal passed (6 for [Drs. Clements, Davis, DeBuono, Ran
Ward, and Rabinovich]; 4 abstentions [Drs. Edwards, Halsey, Ja
Hardegreel ; and 2 absentees [Drs. Schoenbaum and Thompsonl).

Dr. Hadler then read the following proposal for vote:

The ACIP recommends that text be included in the final Nc
schedule which states preference for the use of DTaP for
doses of the DTP series.

He pointed out that the AAP does not state a preference at thi
that the use of DTaP--about 3-1/2 million doses were sold last
about 15%-20% of the DTP market so it has seen much wider use
year. He added that the managers’ language in OBRA states ths
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allowed to conduct its work in an objective manner, concerned
issues of public health and medicine. If the ACIP were to de

iccine that produces side effects and reactions should be rej
more expensive one that does not, neither the Secretary nor a:
health officer should attempt to affect that judgment.

Dr. Peter did not have the AAP wording with him, but said he
Red Book meant to discourage the use of DTaP.

In discussion, ACIP and liaison members expressed concern abo
specific preference.

Dr. Halsey then read the suggested wording for vote:

The ACIP recommends that text be included in the final N«
immunization schedule which states preference for the us:
the 4th and 5th doses of the DTP series.

DeBuonc and Ral
Ward, and Harde:
and 2 absente

The proposal failed. The vote was 2 for (Drs.
against (Drs. Clements, Davis, Ramirez-Ronda,
abstaining([Drs. Edwards, Halsey, and Jackson) ;
and Thompson) .

Vaccines to Prevent H. influenza type b Disease

The next issues dealt with H. influenza type b (Hib) wvaccines
with which vaccines, then with the schedule, and then with cl;

ssues. The current notice proposes the following vaccines m
prevent Hib disease: Hib conjugate vaccines; Diphtheria and -
with whole cell pertussis combined with Haemophilus influenza
vaccine. Dr. Hadler said that the following newly licensed v
added to this list: Pasteur Merieux Haemophilus influenza b
vaccine (PRP-T) which may be reconstituted with DTP vaccine (|
Connaught Laboratories, Inc.). The latter is a new product;
other new products.

Dr. Hadler pointed out that the manufacturers of Hib vaccines
Connaught Labs, Inc., which is a subsidiary of Pasteur-Merieu
Praxis; and MSD. Since one of the PRP-Ts is being distribute
Malone was asked whether SKB was a conflict of interest. He
cautious, persons with such conflicts should refrain from vot
he’d clarify whether this stance is overly cautious at a futu

for the record, that the license on the
so there are in fact four companies that
Connaught, Pasteur Merieux, Lederle Prax

Dr. Hardegree added,
to Pasteur Merieux,

conjugate vaccines:

Dr. Halsey read the following proposal for vote:

The ACIP recommends that the vaccines listed above, incl

licensed vaccine "Pasteur Merieux Haemophilus influenza !
vaccine (PRP-T) which may be reconstituted with DTP vacc
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Connaught Laboratories,
program.

Inc.)" be included in the Vaccine

The vote carried (5 in favor [Drs. Davis, Jackson, Ramirez-Ror
and Hardegree] ; none opposed; 4 abstaining [Drs. Clements, Edv
and Ward], and 3 absent [Drs. DeBuono, Schoenbaum, and Thompsc

Dr. Hadler next dealt with the schedule for Hib vaccines. The
"The schedule includes 3 or 4 doses of a Hib-containing vaccir
yvears, depending on the specific vaccine (see Table 1)." It =
(2, 4 and 6 months and 12-15 months) and Schedule B (2 and 4 1
months). The footnotes clarify which products are schedule A
DTP-HbOC) and Schedule B (PRP-OMP). It has the same footnote
one had on children beginning late. It also has the same foot
series can begin at 6 weeks of age. As a footnote, any licens
vaccine may be used as a booster dose at age 12-15 months.

Dr. Hadler then read the following for vote:

The ACIP recommends the number of doses, schedule, and qu
noted above and in the text of the Dec. 16, 1993, Notice,
addition of the Hib conjugate vaccine PRP-T, which may be
with DTP as an acceptable alternative for schedule A.

The vote carried (4 in favor [Drs. Davis, Jackson, Ramirez-Ror
Hardegree] ; none opposed; 4 abstaining [Drs. Clements, Edwards
Ward]; and 4 absent [Drs. DeBuono, Schoenbaum, Thompson, and }

Jr. Hadler next dealt with two specific issues that were raise
comments. The first one dealt with consistency in the Hib pr:
The comment received said, "The preference for completion of {
[Hib] series with a single Hib conjugate should be expressly :
stated in the schedule.®

Dr. Hadler pointed out that the Hib vaccine recommendations s:
series should preferably be completed with the same Hib conjug
however, different vaccines are administered, a total of 3 dos
conjugate vaccines is adequate. Any combination of Hib conjug
that is licensed for use among infants may be used to complete

The General Recommendations have essentially the same text, a.
leading sentence is, "The primary vaccine series should be cor
csame Hib vaccine, if feasible."

For vote was the following:

The ACIP recommends language on interchangeability of Hil
the primary series as cited in the current General Recom
Immunization be incorporated into the final Notice for V:
Children.
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The vote carried (3 in favor [Drs. Davis, Jackson and Ramirez
opposed; 5 abstaining [Drs. Clements, Edwards, Halsey, Ward,
1d 5 absent [Drs. DeBuono, Schoenbaum, Thompson, Ward, and R

For the next issue, there were a series of overheads that dea
of combinations versus single-antigen vaccines. The current :

on the issue of preferential use of DTP-Hib as opposed to the
and Hib wvaccines.

One response to the F.R. notice stated that the lack of prefe
foster a two-tiered immunization system which denies children
sector access to the latest and best vaccine technology." Dr
out that the language in the law [OBRA 93] basically denies £
participation for inappropriate administration of single-anti
It says the federal government would not reimburse for the ini
of single-antigen vaccines in "any case in which the administ:
combined-antigen vaccine was medically appropriate (as determ
Secretary) ."

Dr. Hadler said that the single-antigen clauses cited in Medi
were intended to discourage a known practice of administering
and rubella vaccines as separate antigens at separate visits,
which increased both the cost of vaccine and of reimbursement
administration, and decreased the chance children would be up
practice persisted in some areas despite recommendations to t!
over a decade.

"he combined DTP-Hib vaccines have only recently become avail.
are a welcome addition to the vaccine armamentarium and permi
injections. However, right now these vaccines account for on
proportion of Hib and DTP vaccination. We currently have fou:
producing DTP and three producing Hib. Two produce a license
formulation, while at least one other is working on a combina
includes five inactivated antigens.

He concluded that, to optimally assure competition in develop:
vaccines, development and use of combined vaccines should be
assure participation of maximum numbers of manufacturers and
the use of individual DTP and Hib vaccines should not be limi
new combined vaccines are more widely used and others become

The proposal for vote was:

The ACIP should strongly endorse--or endorse--the prefer
the combined vaccines, particularly in the first year of
should not restrict the use of reimbursements for single
vaccines during these visits, and the Department should
contracts for both single-antigen and multiple-antigen p

Dr. Sam Katz, speaking from the floor, addressed Dr. Hadler’'s
"The use of these vaccines accounts for only a modest proport
reason for that, Dr. Katz said, was that many places have lar
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the single products and would not buy the combined product uni
*he o0ld single antigens. An unidentified Lederle-Praxis repre
Jreed, saying their estimates were that 75%-80% of private pe
have converted to the use of Tetramune.

In subsequent discussion, members expressed concern but the wc
preferential and strongly in the proposal. Dr. Orenstein stat
concerns over children getting all of the antigens separately
leading to lower coverage rates and that, from a program stanc
in favor of encouraging the combination products, whenever pos
may improve overall immunization coverage rates. Another ACII
that he liked the term preferential.

Dr. Rabinovich of NIH expressed concern about reactogenicity ¢
individual components and the safety of coadministration. Spe
the combination product, she said, if you recommend only the ¢
the 4th dose of Hib-DTP (the focus of the discussion now being
you’re saying not to use the acellular pertussis for the 4th ¢
there is a stated Public Health Service priority for the devel
reactogenic acellular pertussis vaccines that has been the sot
legislation for the National Vaccine Program and the National
Compensation Program.

Dr. Broome reiterated that there are specific instances in whi
antigen Hib might be preferred.

Dr. Halsey read the handout wording this proposal, as it was 1
omewhat from that on Dr. Hadler’s overhead:

The ACIP encourages the use of DTP-Hib vaccines (combinec
for combined administration), particularly in the first 3
but should not restrict the use of or reimbursement for :
Hib vaccines during these visits, and the Department shot
contracts for both single-antigen and multiple-antigen pi

It was decided that Drs. Rabinovich, Ward, and Hadler should 1
Malone over lunch and hammer out some specific wording to fin:
proposal.

Interchangeability of Vaccines other than Hib

The next issue dealt with interchangeability of vaccines othe:
This was not addressed in the F.R. notice directly. However,
in the General Recommendations, which are cited in the current
language in the General Recommendations reads:

When at least one dose of a hepatitis B vaccine produced
manufacturer is followed by subsequent doses from a diffe
manufacturer, the immune response has been shown to be ca«
that resulting from a full course of vaccination with a ¢
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When administered according to licensed indications, difi
vaccines as single antigens or various combinations, as v
inactivated polio vaccines, can also be used interchange:
published data supporting this recommendation are general

Then the issue for vote was:

The ACIP recommends that the final Notice on Vaccines foz:
contain language equivalent to that noted above permittir
interchangeable use of different licensed vaccines to pre
B; DTP; and polio disease.

Although this one dealt with hepatitis B, DTP, and polio, Mr.
this was a generic issue so all could vote. The vote was unar
proposal (with 2 absentees, Drs. Schoenbaum and Thompson.)

Polio Vaccines

Dr. Hadler said that the F.R. Notice proposes that either oral
(OPV) or enhanced inactivated polio vaccine (IPV) may be used.
would be:

The ACIP recommends that the vaccines listed above be inc
Vaccines for Children Program.

The measure passed (7 for [Drs. Clements, Davis, DeBuono, Jacl
Rabinovich and Hardegreel ; none opposed; 2 abstainers [Drs. Ec
Halseyl; and 2 absentees [Drs. Schoenbaum and Thompson]) .

A vote on details of the polio schedule was deferred to later

Vaccines to Prevent Measles, Mumps, and Rubella

Dr. Hadler said that the next vote would be on vaccines to pu:
measles, mumps and rubella. The current Notice proposes not «
also measles and rubella combined vaccine (MR), measles vaccil
vaccine, and rubella vaccine. The vote would be:

The ACIP recommends that the vaccines listed above be inc
Vaccines for Children Program.

Persons who had received funds from MSD were the only ones ex«

voting. The vote carried (7 in favor [Drs. Davis, Edwards, H:
Ramirez-Ronda, Rabinovich, and Hardegreel ; zero noes; 2 abste:
Clements and Ward]l; and 3 absentees [Drs. DeBuono, Schoenbaum,

Thompson] ) .

The next issue dealt with the specifics of the MMR schedule.

Notice is as follows: "The recommended schedule for children
doses of MMR vaccine." The schedule is 12-15 months and 4-6
clarifying footnotes are the one on late schedules and one sp«
notice that is not in the General Recommendations, saying "Si
measles, mumps or rubella vaccines should be used only if the:
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contraindication to one component of MMR vaccine, or the chilc¢
immune or adequately vaccinated for one or more of these dise:

accine is indicated for a child prior to one year of age (e.c
outbreaks among preschool-age children)." There’s also a foot
"The second dose of MMR vaccine may be given at entry to midd]
high school."

Dr. Hadler said there had been two comments on the Notice. Or
single-antigen mumps vaccine should only be used for outbreak
second comment was a question, "Is the use of single-antigen 1
for the second dose of the MMR series compliant with the Notic

Dr. Hadler noted that the current ACIP statements do not expli
two doses of either mumps or rubella vaccine. The mumps state
the 2-dose recommendation, while the rubella statement acknowl
"many persons will receive two doses of rubella vaccine as a 1
new two-dose schedule for MMR vaccination, which is recommende
control of measles."

The proposal for a vote was:

The ACIP recommends the number of doses, schedules and qu
noted above and in the text of the Dec. 16, 1993 Notice,
clarification in text and table that single-antigen vacc:
used for outbreak control, but that routine vaccination :
completed with MMR.

'n answer to a question, Dr. Hadler clarified that the law con
chrough 18 years of age. Dr. Orenstein suggested that a state
included acknowledging the differences in the recommendations
and the ACIP. He offered to write the specific wording and d:
that afternoomn.

Noting that Dr. Orenstein’s phrase to that effect would be adc
voted on the proposal. The motion carried (7 in favor [Drs. 1
Edwards, Halsey, Jackson, Ramirez-Ronda, and Rabinovichl; 0 o]
abstaining [Drs. Clements, Ward and Hardegree]).

ACIP Statement on Varicella Prevention

Dr. Sandra Holmes outlined three key issues. First was some :
issue of simultaneous administration of varicella vaccine wit!
recommended vaccines. TUpon the suggestion of a liaison membe:
about 6-week intervals--if varicella vaccine and MMR will be ¢
separately--was changed to a 4-week or greater interval. Sec
addition of a more specific statement on the immunization of
13 years of age and adults; and 3) the addition of a more de
on the immunization of health care workers (HCWs). An append
prophylactic use of Acyclovir was also added.
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Following this presentation and a brief discussion, the group
members who had affiliations with MSD) voted to accept the fo:

Certain risk groups should be targeted for varicella imm
programs (see below); however, all persons 13 years of ac
with a history of varicella should be offered vaccinatio:
any routine health care visit.

The motion carried, but three members abstained.

Regarding the HCW section, members suggested that a couple of
infectivity of break-through cases be added. Dr. Tony Robb:
this section had been shared with OSHA and NIOSH. It was als«
the following sentence, on p. 30, be deleted from the "Pregna:
because there are no data to support it:

Because the virulence of the attenuated virus used in tha
less than that of the wild-type wvirus, the risk to the £«
may be even lower.

It was also pointed out that the use of acyclovir for women w]
in pregnancy is never addressed and should be. Finally, it wa:
the paragraph on "Children with Conditions Requiring Steroid '
be clearer regarding inhaled steroids; could possibly be comb:
on altered immunity (p. 29); and that the draft wording for tI
statement, which is much more specific, be shared with Dr. Ho.
were to be submitted in writing to Dr. Holmes by March 23.

Dr. Hardegree was then asked to comment on the discussion of -
vaccine at the January meeting of FDA’s Vaccine Products Advi
She said that the advisory group was asked to address several
safety and efficacy of this product in children 1-12 years of
comment on the adequacy of the single dose in that age-group.
group was also asked to address whether or not the safety and
supported the use of 2 doses in persons over 12 years of age .
comments related to the adequacy of the data regarding simult:
administration. Her recall was that the group recommended th
supported the use of one dose in children but that the postma
would need to keep close tabs on whether or not a second dose
needed. The group wanted to see additional data on simultaneo
administration. There was also discussion about whether addi
was needed to predict the changes in the epidemioclogy of the

(regarding herpes zoster, for example) once a vaccine was int
group emphasized the need for long-term surveillance data. T
to review the application and to work with the manufacturer o
application, she concluded.

Update on the Natiomal Vaccine Program (NVP)

Following a break for lunch, Dr. Tony Robbins of the NVP said
together a new working group on the introduction of new vacci:
recognizes that every time this subject is discussed, the ACI
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HCFA are involved. He said there needs to be developed for tt

A strategy of what we go through, what we look at when we’re ¢
atroduction of a new vaccine.

He then reported that the NVP had also gotten involved recent]
around technology transfer. He said the NVP discovered that t
law and rules may not be properly suited to vaccines. When a
wanted to get some measles strains to study and to work on img
vaccines, the upfront price was very high, with much less conc
would be charged down the road. The NVP recognized that that
useful approach at recouping costs for pharmaceutical products
that were evidently going to produce a high profit in the end
probably not a great strategy for getting more researchers anc
working on vaccine problems--that one should really lower the
front end and simply make sure the government understands what
were in the long run. And the NVP found that NIH and CDC had
separate set of policy guidance for vaccines and they were eac
this. So the NVP is setting up a working group on technology
vaccines.

Third, the NVP is working on what Dr. Robbins termed the long-
problem between FDA and CDC regarding labels. Finally, the NI
increasing the number of sites at which underinsured class of
receive free vaccines.

High Risk of Vaccine-Associated Paralytic Polio (VAPP) in Rom:

Jr. Peter Strebel reported that since 1970, Romania has report
exceptionally high rates of VAPP. The leading hypothesis for
Romanian-produced OPV had increased neurovirulence. According
WHO recommended that the Romanian OPV be replaced with importe
Yet, even with imported OPV, the relative risk of acquiring Vi
more than 15 times the rate of VAPP in the United States. A ¢
study suggests that exposure to intramuscular (IM) injections
associated with VAPP. He reported that 27 VAPP patients had 1
number of 17 IM injections versus 3 injections among 77 contr
five percent of the injections were antibiotics. There was a
association between receipt of one or more IM injections durir
prior to paralysis onset and vaccine-associated disease. Amonc
cases, the bulk of risk was with injections received after rec
concluded that IM injections of antibiotics given during the :
period of OPV may provoke paralytic illness.

U.S. Experience with VAPP

Dr. Roland Sutter briefly summarized the current experience w:
(during the last 30 days prior to onset of paralysis) and VAPI
12992 in the United States. His presentation focused on VAPP
immunologically normal persons, including recipients and cont:
recipient cases did receive OPV with Hib vaccine and/or DTP; 1
interval between IM vaccination and onset of paralysis for ne:
recipient VAPP cases was outside the "high-risk window" for p:
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poliomyelitis (i.e., 7-21 days). Only one contact case had a:
orior to onset. The low prevalence of IM injections in conta.

he fact that most IM injections (with vaccines) fell outside
window, both weigh against the initiation of a case-control s
United States. Nevertheless, CDC will continue to collect an
on injections and VAPP.

Sequential IPV-OPV Schedule

Dr. Sutter then introduced several topics and speakers--rever:
poliovirus contained in OPV when given after IPV; sequential
follow-up on the IOM report; the impact of a sequential IPV-O:
VAPP; and option for wvaccination policies.

Dr. Olen Kew spoke first, his main point was that reversion £«
similar regardless of the prior administration of IPV, and wa:
issue for concern. Dr. Andrew Murdin reported on shedding an:
studies. He concluded that a combined vaccination schedule x«
and does not increase the proportion of isolates that contain
virus. He then examined the Canadian experience with a combi;
He concluded that vaccine-associated disease in Canada had on.
from provinces that used OPV exclusively.

Dr. P. Ogra, Children’s Hospital, Galveston, reported on his :
studies and congratulated Dr. Murdin on his prospective studi
that Dr. Kew was probably right that too much is being read i
reversion data. Nevertheless, his data do show reversions wi:
JPV, and IPV does not change the pattern.

Dr. J. Modlin presented data from a study on the immunogenici
gastrointestinal immunity conferred by three different sequen
polio schedules and compared these to the standard schedule.
that two doses of this particular IPV were somewhat less immu
3 types of polio than other IPV preparations studied before a:
study. The IPV used in this study is no longer in production
available in the United States. Researchers did rule out a 1
artifact; further, there is no indication that the potency of
had declined.

A second finding was that, regardless of when OPV was introdu
schedule, it produced a substantial boost in antibody titer.
appears that a sequential schedule is quite reasonable from a
point of view. If we went to this schedule, however, Dr. Mod
that an optimal sequential schedule would require two or thre
in the first 6 months of life, followed by two or three doses
that the first dose of OPV might be administrered as early as
age.

Dr. Sutter then summarized answers to the questions raised by
report:
o Is wild virus circulating in the country? It is ve

16

IM injection
cases, and

he high-risk
dy in the
summarize data

>n of
V-OPV study;
schedule on

lowing OPV was
10t a serious
reversion

lces excretion
avertant

i1 schedule.
been reported

trospective
He felt

> Ogra’s

both IPV and

and relative
al IPV-0OPV

he data showed
genic for all
after this

nd is not
oratory method
his vaccine

i into the
hird, it
immunogenicity
n predicted
doses of IPV

£ OPV, and
months of

he last IOM

unlikely.



o What are the levels of immunity in young adults? TI

very high for polio type 1 and 2, but somewhat lowe:

o What are the levels of immunity in preschool-age ch:
particularly those in the inmer city? For most grot
about 90%.

o To what extent, in the United States, does OPV vacc:

from vaccinees to contacts?
efficient in spreading;

Serotype 2 appears to }
serotypes 1 and 3 are less ¢

Dr. Sutter then discussed the potential impact of a sequentia:
VAPP cases and cost-benefit estimates. He said that three VAl
be prevented annually by going to the sequential schedule, anc
direct costs per case prevented was estimated at $10.5 millio:
sequential schedule, $34.2 million for a 5-dose schedule, and
for a 6-dose schedule.

He summarized by saying that he hoped the presentations had a:
concerns about reversion, and that a sequential schedule mode:
VAPP cases (43%-51%), but at a very high cost per case prevent

He pointed out that the purpose of the previous presentations
ACIP to decide whether or not to change polio vaccination pol:
how. The Committee’s choices were a decision for no change; ¢
change to a permissive recommendation allowing either OPV onlj
sequential schedule; or choosing a sequential IPV-OPV recommer

After discussion, it was decided that there was no consensus !
"he group decided to delay a vote until licensure for a combi:
+n the works, at which point the item should be put back on tli
Meanwhile, it was suggested that an ACIP member be added to a:
subcommittee on new vaccines.

Postexposure prophylaxis for Hepatitis C

Dr. Miriam Alter discussed postexposure prophylaxis for hepat
mainly at HCWs. She explained that the current ACIP recommen

(published in 1990) state:

For persons with percutaneous exposure to blood from a p:
NANB hepatitis, it may be reasonable to administer IG (0
soon as possible after exposure. In other circumstances
recommendations can be made.

She asked the Committee to consider whether the ACIP should n«
recommend immune globulin G (IG) after percutaneous exposures
studies indicate that IG does not protect against infection w:
group voted unanimously to rescind the previous wording and a:
wording, which was:

Recent studies indicate that immune globulin does not pr«
infection with HCV. Thus, available data do not support
for postexposure prophylaxis of hepatitis C. There are :
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efficacy of IG for postexposure prophylaxis of other (no:
parenterally transmitted non-A, non-B hepatitis.

She also asked the Committee to decide whether it should recor
"hepatitis C protocol" for the follow-up of HCWs who sustain :
percutaneous (and permucosal) exposures. These would include
source for anti-HCV, baseline and follow-up testing of the exg
for anti-HCV, and counseling of the exposed employee regardinc
infection and transmission to others. She said data are limite
of transmission after percutaneous exposure and on the types ¢
that do result in transmission. The total cost of such a scre
would be $2.1-$4.2 million for an estimated 245-490 cases a ye
whom would respond to therapy-- for a cost per patient of $167

In follow-up discussion, members asked about the status of the
on HCWs; they were told it awaits only the sections on hepatit
and BCG. It was suggested that that document could include a
description of the HCW problem and make a case for screening.
suggested that the ACIP withhold its judgment on this matter 1
Committee can view that revised document and then come to a s¢
decision. Dr. Alter was asked to mail some altermnative wordi:
universal screening to members.

Discussion of Responses to Proposed F.R. Notice on the Schedu:.
for the VFC Program--continued

Polio Vaccines--continued

Jiscussion then returned to voting on what to include in the 1
Dr. Hadler returned to the polio issue and the critical footnc

"enhanced, inactivated IPV may be substituted for OPV, using :
schedule." This is really not consistent with current ACIP re
he said. The issue for vote was:

The ACIP recommends the number of doses, schedule and qu:
noted above and in the text of the current Notice, with °
clarification in text and footnotes that OPV is the reco:
for routine vaccination of normal infants and children.
recommendations that are endorsed by the ACIP in the Jun«
will be incorporated into the final notice. .

Dr. Orenstein recommended using the same language as used in °
recommendations. Mr. Malone said he had that and would prese:
Persons with support from Lederle Laboratories, Pasteur-Merier
were to abstain. The vote carried (6 in favor [Drs. Davis, C.
DeBuono, Jackson, Ramirez-Ronda, and Ward]; none opposed; 2 al
Edwards and Halseyl], and 2 absentees [Drs. Schoenbaum and Tho:

Rabinovich was concerned that manufacturers’ labels might
Dr. Halsey said this would not be the first time
Dr. Orenstein

Dr.
consistent.
recommendations were inconsistent with labels.
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group that the ground rules for the meeting were "no changes
schedule," and this would require a change. It was decided tc¢

However, Dr. Hardegree suggested it would be helpful for the 1
future, to provide manufacturers with all the data that led tc
in recommendations so that the manufacturers could adjust thei
necessary.

Votes on Vaccines for Hepatitis B

Discussion then moved to the next votes, on hepatitis B vaccir
Dr. Hadler said that the current notice proposes the followinc
used for prevention of these diseases: Hepatitis B vaccine ar
Immune Globulin (HBIG) (for infants born to HBV-carrier mothe:

The vote read:

The ACIP recommends that the vaccines listed above be inc
Vaccines for Children Program.

In response to a question, Dr. Orenstein said the NIP has purc
even though it’s not technically a vaccine--and included it as
part of its hepatitis prevention program.

An ACIP member said that HBIG was not provided in her state ur
purchase of vaccine and perhaps other states as well.

"t was suggested that the parenthetical phrase ("for infants I
carrier mothers") be deleted since the ACIP hasn’t gotten intc
on the other votes. However, state health personnel seemed tc
stay in. Dr. Halsey decided to have two separate votes.

The first vote was on including the parenthetical phrase, "foz
to HBV carrier mothers". MSD, Cutter and Abbott support calle
abstentions. This vote did not pass, so the phrase was deletze
Handout #1. [Vote tally was 3 in favor (Drs. DeBuono, Jackson,
Ronda); 3 noes (Drs. Davis, Edwards, and Halsey); 3 abstentior
Clements, Ward, and Hardegree); and 2 absentees (Drs. Schoenbs
Thompson) ] .

Receivers of support from MSD and SKB could not vote on the ne
was the vaccines to include for hepatitis B (p. 18 of the Hanc
vote was 7 in favor [Drs. Davis, DeBuono, Edwards, Jackson, Re
Dr. Hardegree, and Dr. Rabinovich]; none opposed; 3 abstentior
Clements, Halsey and Ward]; and 2 absentees [Drs. Schoenbaum ¢

The next vote was on the schedule for hepatitis B (p. 19 of H:
attendant footnotes. Drs. Hall and Orenstein addressed the wc
generic, permissive footnote tying ACIP and AAP recommendatior
Dr. Hadler then read the following:
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These are the footnotes in the Dec. 16 F.R. notice, whict
note acceptance by the ACIP of the American Academy of Pe
alternative schedules, and which will be revised in the i
reference the AAP by name.
Mr. Malone said that there was a problem with the ACIP just er
generically, AAP recommendations--because of a delegation of C
function problem. Therefore, each issue for which the ACIP wij
AAP as an acceptable alternative needs to be addressed directl]
problem with referencing the AAP as long as it’s the ACIP deci
OK to have that as an alternative schedule.

What this language would do is change what’s already out in tt
as footnotes and mention specifically by name that AAP was bel
particular recommendation.

Dr. Halsey asked Mr. Malone to draft acceptable wording for a
AAP/ACIP matter before 6:00 p.m.

Dr. Hardegree asked that the record show that several of the 1
necessarily meet the options that were listed here.

Dr. Halsey then proposed the following for vote (from pp. 19-Z
#1) :

The ACIP recommends the number of doses,
noted above and in the text of the Dec.

schedule and qus
16, 1993, Notice.

‘ersons receiving support from MSD and SKB were excluded from
vsote carried (6 in favor [Drs. Davis, DeBuono, Edwards, Jacksc
Ronda, and Rabinovich]; no nay’s; 4 abstentions [Drs. Clements
and Hardegreel; and 2 absentees [Drs. Schoenbaum and Thompson]

Dr. Hadler then read the following proposal:

The ACIP encourages use of DTP-Hib vaccines (combined or
combined administration) when receipt of each antigen of
vaccine is indicated; however, at this time, the ACIP doe
separate administration of DTP and single-antigen Hib vac
Department should complete contracts for both single-anti
multiple-antigen products.

Dr. Halsey announced that support from the following companies
abstention from the vote: for DTP--Connaught, Lederle, Massac
of Public Health, Michigan Dept. of Public Health, Wyeth-Ayer:s
-Lederle Praxis, Pasteur-Merieux-Connaught, and MSD.

DeBuono, Rabinovich,

The vote carried (4 in favor [Drs. Davis,

Rondal ; 0 opposed; rest abstained).

Dr. Hadler then asked members to vote on the following:
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Any use of brand names in ACIP OBRA documents is not inte
purchase of particular brands of vaccine, but rather is :
identification purposes only.

This is already in a footnote on a table, but was voted on to
record. The vote, when taken, was unanimous for this proposal

Dr. Hadler then asked for a vote on the following clarificatic
Use of the phrase "combined DTP-Hib vaccine" in ACIP OBRI
includes any DTP and Hib vaccines which are either combir

licensed by the FDA for combined administration.

Anyone who was excluded from the previous combined statement v

excluded from this vote. The vote carried (5 for: Drs. DeBuor
Ronda, Davis, Hardegree, and Rabinovich; 0 opposed; 5 abstaine
Clements, Edwards, Halsey, Jackson, and Ward]).

Dr. Hadler then read the following "reconciliation of ACIP rec
with ACIP OBRA recommendations":

The ACIP requests NIP staff to review the current ACIP re
to identify any inconsistencies with the ACIP OBRA recomr
adopted at this meeting for the purpose of reconciliatior
recommendations at the next meeting of the ACIP.

Rather than vote, Dr. Halsey asked if there was a consensus tc
‘ompile inconsistencies in AAP, ACIP and ACIP OBRA recommendat
chem back to the ACIP in the form of a mailing well in advance
meeting, and provide the ACIP with some opportunity for adding
the agenda for the next meeting. All were in agreement.
Dr. Hadler asked the FDA to help NIP with this project. Dr. I
agreed.

Scope of the Notice

Dr. Hadler said that the last set of issues dealt with scope ¢
(pp. 21-22 of Handout #1). Basically, there are three issues
raised--Should the hepatitis B risk-groups for which the vacc:
recommended be included? Should any clarification be provided
second-dose cohorts? Should pneumococcal and influenza vaccir
risk groups be included?

The law does not give specific guidance on this. CDC has atte
estimate the numbers of children to which these recommendatior
(see p. 21 of handout)

Dr. Orenstein clarified that, under universal purchase, a staf
what is covered in this program, and then add funds--either £«
funds or their own funds--to purchase all vaccines for all pe:
currently 12 such states; another 12 suggested that they were
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it As the ACIP considers all of these recommendations, the
a@ded on to the program, the more any state considering unive:
ill have to also add. Dr. Orenstein also said that, in term:

recommendations, the ACIP might wish to consider universal re
for any of these.

Dr. Hadler said that, when NIP started examining OBRA, NIP’s
was that universal routine vaccines would be included and the
drafted accordingly. It wasn’t until staff looked at the lanc
saw it didn’t say universal and it didn’t say routine. NIP i:
clarify these issues.

Many ACIP and liaison members expressed their opinion that hic
adolescents be included for hepatitis B. Accordingly, Dr. Ha.
Hal Margolis to briefly summarize his presentation from the n«
subject. Dr. Margolis said that his presentation would deal
immunization for high-risk Asian populations and adolescents.
the AAP does basically take a stand supporting catch-up immun:
"all adolescents." But there are some programmatic issues of :
that. He said that adolescent immunization is obtainable, at
certain program settings. He said his program hoped to see t!
make a strong, catch-up adolescent immunization recommendatio:
the year.

One ACIP member expressed concern about moving too quickly th:
these more troublesome areas without having the necessary rewv:
asked if this decision could be delayed until June.

_r. Orenstein said that the more that could be done at this m
easier it would be for NIP. The same ACIP member said that t!
implementation issues are important concerns, when states mov
universal coverage. She noted that the infrastructure to sup;
child immunization differed in most states from the infrastru
adolescents and adults. The importance of combining as many
possible during the adolescent period in one visit was very c
getting adolescents into care is difficult. She wanted time
matter through.

Dr. Halsey asked for 2 or 3 alternatives regarding adolescent
risk groups be drafted and placed in front of members for vot
Edwards, Schaffner, and DeBuono volunteered to work with Dr. !
Frank Mahoney on these.

Returning to the catch-up, second dose of MMR, Dr. Hadler sai
was, can it purchased for all cohorts of children 6-18? The
current ACIP recommendation is permissive. Currently, 36 sta
for at least one cohort of children; 4 states require this fo
attendees (K-12), and 16 others for 2 or more cohorts. So th
movement toward this. He said that an estimated 20-30 millio
distributed already.
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Dr. Halsey said that he was concerned, from discussion thus f:
wording of some of ACIP’s votes and recommendations might car:

> states. And that’s not what most of members had intended.
been trying to make it possible, but not necessarily obligato:
those drafting the wording of the 2-3 alternatives for high-r:
see if they could find some language that would allow this to
it is possible and practical without mandating it.

Mr. Malone cautioned that NIP would be putting out bids for c«
minimum purchases would be guaranteed. So if the ACIP increas:
then later rolled it back, CDC would be buying a lot of vacci:
members thought there was a chance of that, he would recommenc
issue on the table for now.

Dr. Orenstein said it would be useful to set up some working ¢
discuss this between now and June to come to the Committee in
firmer recommendations that have been thought through--as oppc
to force it.

The meeting adjourned for the day at 6:35 p.m.

The meeting reconvened the next day at 8:08 a.m.

Adolescent Vaccination against Hepatitis B

Dr. Margolis updated the Committee on the action plan for elir
hepatitis B virus transmission. The plan has three phases: 1]
‘creening of pregnant women for HBsAg; 2) universal immunizat:
and 3) catch-up immunization of adolescents and high-risk chi!
selected high-risk adults.

Next, Dr. Mahoney reported on the current status of the infan:
said that the prenatal program has been well integrated into ]
screening is increasing; but universal screening has not occu
laws and hospital policies both improve program effectiveness
infant vaccination program, data clearly indicate that attitu
are changing. A high percentage of infants are being vaccina
mainly determined by the standards set by hospitals. 1In fact
vaccination in the public sector may be approaching the cover:
other vaccines.

Dr. Margolis then introduced adolescent issues (what he terme
strategy). Dr. Brad Woodruff updated the ACIP on the effecti:
feasibility of adolescent hepatitis B immunization. He descr
projects throughout the United States to vaccinate this group
that hepatitis vaccination is feasible in a variety of settins
schools, detention facilities and residential institutions. |
vaccination, however, requires flexible programs and flexible
especially school-based vaccinations. Education about hepati
vaccination against it does motivate adolescents to seek vacc
Consent is obtained more often among white students than blac
younger students than older ones. Further evaluation is need
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age to vaccinate in schools; the best motivators to maximize
the most-efficient way to vaccinate in schools.

Lr. David Scheifele reported that the province of British Col:
program for hepatitis B immunization of sixth-graders in the :
(population: 45,000). The uptake for first doses averages 94
completion rate the first year was 92%. The program is conti:

Votes on Hepatitis B

Dr. Halsey said that the ACIP would like to come up with a st
buying the vaccines for all the high-risk groups.

Dr. Joel Ward proposed a strategy for the high-risk vaccines,
hepatitis B, influenza, and pneumococcal vaccine. He sketche«
that he hoped a working group or the program people might be :
for each of these three vaccines [Handout #3]. In this way tl!
assess how big these high-risk groups are; what the morbidity
is for each group; what health care costs would be prevented !
strategy; a cost assessment; how many doses; and implementatic
issues.

Dr. Halsey noted that a careful laying out of options, their :
programmatic issues was necessary.

Dr. Orenstein asked that two things be added to the charge to
roups: 1) second dose of MMR and the whole issue of catch-uj
idolescent immunization for hepatitis B.

Dr. Halsey asked the Committee for a sense of how to go--whetl
with a specific recommendation today to purchase vaccines or
a working group to come up with a recommendation that will in
of the planning for the implementation for the June meeting.
was clearly a division among the ACIP and the liaison members
vote on whether to move ahead with a vote about purchase of p:
influenza vaccine under the purchase program, today. He aske
of forming a working group to come up with a specific program
present to this meeting in June to raise their right hand.

A member asked what the intent of the law, as written, was. I
that CDC has looked into this in detail, and the law is not c
groups weren’t even considered when the law was framed--they 1
looking at childhood immunization. She said she thought a ca:
could be made, but that having a well-reasoned program, imple:
strategy and a sense of what this will involve would be helpf:
forward into areas that she believed were not considered when
passed.
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Therg was considerable discussion about whether to have worki:
up with a plan and present it for a vote in June or whether t

2parate vote on influenza, right now, and one on pneumococca
June.

Dr. Halsey asked that the group deal with the issue on which
to be agreement, namely, a vote in principle that the ACIP is
trying to improve delivery of immunizations to high-risk grou
adolescent hepatitis, influenza, and pneumococcus. There was
that is the long-term desire of the Committee.

Dr. Halsey then reiterated the two options: 1) to form workin
off the vote until June; 2) to vote on influenza now and put
until later. The vote for option #1 was unanimous.

Dr. Broome announced that people with potential conflicts of :
be on working groups but should not chair them.

IOM Report on Adverse Reactions and Contraindications to Vacc:

Dr. Bob Chen referred the ACIP to a memo that had been mailed
Jessica Tuttle, which updated the current ACIP statements in .
the IOM report.

Dr. Orenstein announced that the law had changed regarding ths«
information materials so they can be simplified and shortened
is that the risks have to be clearly mentioned. The NIP want:
'nformation forms revised by the end of April. Therefore, h«
_he Committee decide which adverse events not already in the :

Next, Dr. Rabinovich said that PHS will be conducting a scien:
the IOM report on March 15. The thoughts of the ACIP will be

Then Dr. Tuttle reviewed the recent activities of the working
appointed after the October 1993 ACIP meeting to review the i
report on ACIP recommendations. The group consisted of Mr. M
Clements, Jackson, Halsey, Orenstein, and Ward. The Annex to
details the adverse events identified in the IOM report and p:
to make the corresponding ACIP statements consistent. She th
some of the more controversial adverse events--OPV and Guilla
syndrome (GBS); tetanus-toxoid-containing vaccines and GBS; a
and thrombocytopenia--and asked that comments about ones not «
mailed in.

GBS and OPV

First, Dr. Tuttle reported on a reanalysis of a Finnish study
observational study done in the United States, which provided
against a causal relationship between GBS and OPV. She read .
change to that effect (see p. 5 of Annex to Handout #4). Dr.
would be useful for the ACIP to suggest to the authors that a
published.
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A vote was
Those with
absent.

taken about the acceptability of this wording to tl
Lederle conflicts of interest abstained. The vote

TT and GBS

Dr. Tuttle

then reviewed estimates of risk of GBS following D'
decided to

postpone a vote on this until later.

MMR Vaccine and Thrombocytopenia

Dr. Tuttle then referred members to pp. 6-7 of the Annex.
one line in paragraph one (p. 7) to read as follows:

The

"In prospective studies, the reported incidence of clinic

Committee.
as 6-0-3, with

The group

jroup changed

Llvy apparent

thrombocytopenia following MMR ranged from 1 per 30,000 |

Dr. Halsey asked Dr. David Nalin of MSD to write a letter for
Merck’s data on thrombocytopenia and MMR. Basically, there’s
fatal case and MSD does not believe the data warrant physiciar
platelet counts. It was decided that Dr. Tuttle would combine
with any written ones submitted after the meeting into propose
which could then be voted upon.

Incorporating Changes into ACIP Statements

‘r. Tuttle then asked the ACIP to address how these changes we
_ncorporated into previous ACIP statements. The group decided
official, brief ACIP response and commentary on the IOM repori
and perhaps insertions about changes, upon request, in the in«
statements. As no consensus was reached regarding this, optio:
incorporating changes will be brought up for discussion again
ACIP meeting.

Simplification of the Vaccine Schedule

work of Drs. Hadler, St:
and unify the ACIP and |
and two flexible option:
group to be formed and 1

Dr. Jacqueline Gindler summarized the
Hall, Halsey, and herself to simplify
schedules. She proposed five routine
She said the NIP would like a working
next month to agree on a schedule.

group and to have membe:
Hall and Halsey were nar

It was decided to form such a working
members (as consultants) on it. Drs.
Other members or consultants asked to serve on the group were
Hardegree, Peter, Rabinovich, Thompson, and Zimmerman. The g:
to report recommendations back before the June ACIP meeting s
could be made then. Dr. Broome emphasized that the full grouj
decision.
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Dr. Rabinovich announced that on March 4 an inter-agency meet
held to discuss changes in schedule in detail.

2n MSD representative offered to be a consultant to the worki:
Rabinovich said she thought it was appropriate to have a mech
manufacturers to have input. Dr. Halsey agreed and said that
could arrange that.

Formation of Working Group for High-Risk Populations

This group will deal with hepatitis B, the second dose of MMR
pneumococcal vaccines. Dr., Halsey proposed the following mem
DeBuono, Dr. Fleming (consultant), Dr. Schoebaum, Dr. Ward, D:
Schaffner (as consultant), Dr. Jeff Davis (as Chair), Dr. Jac!
Glezen.

New Language on VFC Program Purchases

Dr. Robbins proposed the following new language to recognize
other schedules:

The Committee has adopted schedules for administering va
Committee also finds that wvaccine schedules of the Ameri
Pediatrics published in the 1994 edition of the Report o:
on Infectious Diseases _ (The Red Book) may be followed b:
Children program providers.

“t was decided there needed to be a process for the ACIP to £
-he AAP recommendations. Dr. Peter agreed to provide members
with the 1994 Red Book.

Update on the Injury Compensation Program

Dr. Thomas Balbier from the National Vaccine Injury Compensat
reviewed major accomplishments of the program for 1993 and re
to a nice article about the program in the Journal of Infecti
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Update on Large-Linked Database Studies of Adverse Events

Dr. Hadler then gave a brief update on the large-linked datab
adverse reactions. It was suggested that the ACIP get a 2-3-
mailing of the plans for this data system and that the topic ;
placed on the agenda for the next meeting.

Status of the Development of New Vaccine Information Statemen

Ms. J. Gantt said that CDC has contracted with the University
School of Medicine and Dentistry to rewrite and simplify (to
reading level) vaccine information statements (VIMs) for the
Vaccine Injury Table (DTP, Td, MMR, and polio). It will be t
and physicians. Full implementation of the new VIMs is expec
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1, 1994. Dr. Edwards asked if hepatitis B and Hib VIMs will ]
well; Dr. Gantt said yes, but not immediately.

Update on Typhoid Recommendations

Dr. P. Cieslak passed out the revised draft statement for ACI]
immunization. All suggestions from previous meetings were in«
table of common adverse reactions was added, as was a section

Vaccine." A footnote will be added to the table noting gastr
effects.

Status of BCG Guidelines

Dr. Broome summarized the work of three advisory groups that :
together on such guidelines. The Advisory Council for the E1:
Tuberculosis raised several relevant issues, specifically, sul
implications for maintaining skin-test surveillance in such p«
BCG has been used; interpretation of the possible booster eff:
testing in those who received BCG vaccination; and what shoulc
for prophylaxis in vaccinees who were exposed to a drug-sensit
committee thought these issues should be addressed in the sta:
additions are being made.

A joint working group to look at the next version of the state
out any problems was also appointed. It has 2 members from A(
Edwards and Halsey), 2 from ACET [Drs. Schecter and Nolan], a:
HICPAC. Dr. Halsey will be the chairperson.

Jpdate on FDA Committee Meeting on BCG

Dr. Hardegree said that last October FDA had a review of the !
analysis information that had been presented to ACIP. One of
manufacturers presented new data on BCG for prevention of TB :
The group felt that the data did support the efficacy of BCG
indications. FDA is continuing its review. Dr. Halsey said !
something on BCG available for final approval in June.

DTP and GBS

This topic had been deferred from the morning’s discussion of
on adverse events. Dr. Chen reported his recalculation of th
GBS following DTP, as assessed in a recent study in Los Angel:
children 2 years old or older, the expected number would be 1
children 5 or older, the expected number of cases would be 0.
numbers of observed cases were lower than those expected by cl
Dr. Halsey read the proposed change there to be voted on. Th
changes were made:

[in Side Effects and Adverse Reactions" replace "due to"
with, as follows: "Persons with a prior history of GBS :
a particular vaccine may be at increased risk of recurre:
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[in "Precautions and Contraindicationsg" section, add the
underlined phrase: "A previous episode of GBS within 6

a tetanus-containing vaccine is a contraindication to ad
doses. . ."

However, the members were not comfortable voting on this, and
sent back out for review--to emphasize the rarity of the even
was asked to revise this section and mail--perhaps with addit
language for adults and children--to all ACIP members.

Vaccination against Hepatitis A

Dr. Craig Shapiro said that both SKB and MSD have efficacious
hepatitis A vaccines. MSD’s data have been previously presen:
and subsequently published. Data from the unpublished study
were presented by Dr. Bruce Innis from the Walter Reed Army I
Research.

Dr. Innis said that a double-blind, randomized, controlled, c
study in 148 communities in Thailand, completed about a year :
the SKB vaccine’s efficacy after 2 doses was 94%.

Dr. Shapiro summarized by saying that both the SKB and MSD vac
studied in numerous trials and schedules. Findings are that
are highly immunogenic; after 2 or 3 doses, generally 100% of
antibodies. In general, the reactogenicity profile is accept:
infants are much more limited.

i@ then reviewed the epidemiology of this disease in the Unit«
periodic large epidemics occur about every 10 years. In 1992
cases were reported to CDC. In a study in Washington state i
average, case-patients with hepatitis lost 27 days from work;
hospitalized; and they had an average of four health-care pro
The total cost of illness was related to age: for those older
$2,500; for those under 15, $400. Estimates of the total anm
hepatitis A in the United States are about $200 million. The
rate is 0.4%. Cases in children account for about 30% of cas:
their infections are often asymptomatic, this is probably an 1
said disease among recognized risk groups such as travelers r«
limited percentage of cases. Children play an important role
transmission in many settings. Therefore, to really have a s:
public health impact, hepatitis A vaccination would have to b
widespread basis.

Dr. David Nalin then reported on data from the Monroe County «
with this Merck vaccine. It is so efficacious that the trial
all controls given vaccinations. No subsequent cases of hepal
occurred in the community, which had an on-going problem with
The vaccine gives 100% protection after a single dose. After
serious vaccine-adverse events have been reported.
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Dr. §hapiro said his section was drafting guidelines on hepat:
vaccination. Dr. Halsey asked him to come up with a draft. I
>lunteered to work with him on preparing this.

Public Comment

Dr. Halsey asked if any members of the audience wanted to mak«
comment. Ms. Kovach said no one had requested one, but if suc
made, she would inform Dr. Halsey.

U.S./WHO Influenza Vaccine Recommendations for 94/95

Dr. Nancy Cox briefly reviewed worldwide influenza activity a:
recommendations for the next flu season. Flu activity startec
local outbreaks of influenza A(H3N2) in Louisiana, Scotland, :
Kingdom. Quite severe epidemics were reported in November anc
western and northern Europe. Epidemic activity is on-going i1
federation and eastern Europe.

The WHO has recommended that the trivalent influenza vaccine }
1994-1995 season include: an A/Shangdong/9/93-like (H3N2) sti:
A/Singapore 6/86-1like (HIN1l) strain; and a B/Panama/45/90-1ike

Dr. Joe Bresee then gave a brief update of U.S. flu activity.
summer outbreaks of flu, this season’s activity increased ste:
fall and peaked around the beginning of the year. It was dec!
since then. This season has been associated with high excess

-r. Nancy Arden then reviewed the boldface proposed revisions
Recommendations for the Prevention and Control of Influenza.
updated the recommendations for use of the vaccine and antivi:
available for controlling flu, including information concernii
(which was approved for marketing last fall); antiviral resist
dosage precautiomns.

There is now a substantial difference between the Red Book an
recommendations about vaccinating children who demonstrate ser
anaphylactic reactions to eggs. (ACIP recommends consulting f
AAP recommends not receiving vaccine.) Dr. Arden asked about
for the Red Book changes; Dr. Halsey said he believes the rat:
such children would require yearly vaccination; with the poss:
increasing sensitization, it was best not to recommend vaccin:

Several members suggested leaving the ACIP wording because the
really inconsistent and a great deal of thought went into the
consensus (no vote), the group decided to leave the ACIP state
anaphylactic language as is.

It was suggested that children under 1 year be added as a higl

influenza vaccine. It was decided that that was premature fo:
discussion, but that the program should be asked to generate <
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reassessing the risk-groups for influenza and present them at
meeting.

The ACIP then was asked to approve the following language whi
the Red Book:

Children at high risk for influenza-related complication
influenza vaccine at the same they the receive other rou
vaccinations, including pertussis vaccine (DTP or DTaP).
influenza vaccine in young children can cause fever, DTa
preferable in those children 15 months or older who are

fourth or fifth dose of pertussis vaccine. DTaP is not

initial three-dose series of pertussis vaccine.

A vote was taken about whether to accept this wording as is,
without the last two sentences. Excluded from voting were th
or affiliation with Connaught Labs, Lederle, Park Davis and W
this wording was left as is. The vote count was: 3 in favor
Ronda, Ward and Rabinovich]; 1 opposed [Dr. Clements]; and 3 .
[Drs. Jackson, Edwards, and Thompson].

Next to be discussed was the section on antiviral agents. Th
discussed:

In otherwise healthy adults, amantadine and rimantadine

to reduce the severity and duration of signs and symptom
infection when administered with 48 hours of illness ons
evaluating the efficacy of treatment with either amantad
rimantadine in children are limited, but the studies tha
conducted indicate that either drug can also reduce the

duration of influenza A illness in children. Amantadine
approved by the Food and Drug Administration (FDA) for t
prophylaxis of all influenza type A virus infections sin
rimantadine was approved for marketing in September 1993
FDA standards, there are insufficient data to assess the
rimantadine treatment in children. Thus, rimantadine is
approved for prophylaxis in children, but not for treatm

The group questioned the use of the word marketing and voted

boldface sentence [above]. It was finally decided that Dr. A
prepare two alternative rewrites of this paragraph and show i
Caroline Hall, then FDA, and finally the ACIP for comment and
Arden was also asked to contact Donna Freeman at FDA about ag
for rimantadine.

ACIP members were asked to return any written comments to Ms.
copies to Ms. Kovach or Dr. Broome within 10 days (March 6) s
get it published in May in the MMWR.

Dr. Rabinovich then reported that the National Vaccine Adviso
approved a report on adult immunization. She suggested that

agenda item for an ACIP meeting.
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Concern was then raised about having just two working groups.
‘uggested that the high-risk one be separated into two groups
aree working groups. Another alternative suggested was that
address and make a proposal for adolescent immunizations and
group focus on high-risk immunizations. Dr. Halsey asked for
block of time on the June agenda to deal with adolescent immu
Davis, as chairperson of the high-risk working group, would h

of dividing the working group into two. Consensus was agree
suggestion.

The meeting adjourned.

I hereby certify that, to the best of my
foregoing summary of minutes is accurate

Neal A. Halsey, M.D.

Acting Chai rson, ij;glﬁgéﬁ
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